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What is claimed is: 



A compound of the following formula I: 



NH 

\ II 

N — C — N 



I 



R 1 7r 3 

wherein: 

R and R 1 are each independently Substituted or unsubstituted alkyl 
having from 1 to about 20 carbon ato/ns, substituted or unsubstituted 
alkenyl having from 2 to^doout 2$ q6rbon atoms, substituted or 
unsubstituted alkynyl leaving frorjfl/2 to-abQUt 20 carbon atoms, substituted 
or unsubstituted alkoxy ^pving#f15m 1 to about 20 carbon atoms, 
substituted or unsubstitut$cJ/£{fiinoaikyl having 1 to about 20 carbon atoms, 



hio havii 



ing from 1 to about 20 carbon 



stituted affkylsulfinyl having from 1 to about 20 
"jstituted carbocyclic aryl having at least 



substituted or unsubstituteq 
atoms, substituted or unsi 
carbon atoms, substitute 

about 5 ring atoms, suostitut&cKor unsubstituted aralkyl having at least 
about 5 ring atoms, jor a substituted or unsubstituted heteroaromatic or 
heteroalicyclic groUp having from 1 to 3 rings, 3 to 8 ring members in each 
ring and from 1 to 3 h&tero atoms, with at least one of R and R 1 being 
carbocyclic aryl, aralkyl, or a heteroaromatic group or heteroalicylic group; 

R 2 ancyR 3 each being independently selected from the group 
consisting of hydrogen, substituted and substituted alkyl, substituted and 
unsubstituted alkoxy, substituted and unsubstituted thioalkyl, and 
substituted and unsubstituted aminoalkyl; and wherein said compound 
exhibits high inhibition of glutamate release; and pharmaceutical^ 
acceptable salts thereof. 
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A compound having the following Formula l> 



O 
in 

m 

w 
m 

IU 

© 

m 

!^ 

a 

o 



NH 

N — C — NH, 



IA 



R 1 

wherein R and R 1 are each independently substituted or unsubstituted 
alkyl having from 1 to about 20 carbon atorra, substituted or unsubstituted 
alkenyl having from 2 to about 20 carbon aftoms, substituted or 
unsubstituted alkynyl having from 2 to ab/out 20 carbon atoms, substituted 
or unsubstituted carbocyclic aryl having' at least about 5 ring atoms, 
substituted or unsubstituted alkoxv hafving from 1 to about 20 carbon 
atoms, substituted or unsubstitutedyaminoalkyl having 1 to about 20 carbon 
atoms, substituted or u/^ul^tituteja/al^yfthfo^ from 1 to about 20 
carbon atoms, substituted or\uns6^stituted alkylsulfinyl having from 1 to 
about 20 carbon atoms, subsrauted or unsubstituted aralkyl having at least 
about 5 ring atoms, or a substituted or unsubstituted heteroaromatic or 
heteroalicyclic group having/From 1 to 3/nngs, 3 to 8 ring members in each 
ring and from 1 to 3 heterp atorn^; ape pharmaceutical^ acceptable salts 
thereof. 



3. A compound of cffim 2 wherein at least one of R and R 1 is 
substituted or unsubstituted parbocyclic aryl or substituted or unsubstituted 
aralkyl. 



4. A dbmpound of claim 2 selected from the group of: 
N-(4-sec-butylphenyl)-N-benzylguanidine; 
N-(5-acenapbfthyl)-N-benzylguanidine; 
N-(3-acenai)hthyl)-N-benzylguanidine; 
N-(5-aceaaphthyl)-N-(4-/sopropylbenzyl)guanidine; 
N-(3-ace/iaphthyl)-N-(4-/sopropylbenzyl)guanidine; 
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N-(4-cyclohexylphenyl)-N-(4-/so 

N-(4-cyclohexylphenyl)-N-(4-fe/t-butylben2yl)guanidine; 
N-(2-fluorenyl)-N-(4-ferf-butylbenzyl)guanidine: 
N-(4-sec-butylphenyl)-N-{cinnamylmethylen^guanidine; 
N-(4-/7-butoxyphenyl)-N-(4-fe/t-butylben2Ynguanidine; 
N-(3-biphenyl)-N-(4-rerf-butylbenzyl)guanidine; 
N-(5-indanyl)-N-(4-ferr-butylbenzyl)gu^nidine; 
N-(3-trif!uoromethoxyphenyl)-N-(4-ferf-butylbenzyl)guanidine; 
N-{4-sec-butylphenyl)-N-(4-fe/?-butyibenzyl)guanidine; 
N-tS-acenaphthyl^N^^^ 

N-(3-acenaphthyl)-N-/4-fe/^-0utylbenzyl)guanidine; 
N-(methoxy-1-naphthyl)-N-(X 
N-(1-naphthyl)-N-(4-feV-b^ylbenzyl)^janidine; 
N-(3-iodophenyl)-N-{4-j^ 

N-{4-chloro-1-naphthy1)-N-(4-re/r-bBnzyl)guanidine; 

N-(4-fe/t-butylphenyi)-N-(^fe/t^tylbenzyl)guanidine; 

N-(4-iodophenyl)-N-(4-fe/rA3u^lbenzyl)guanidine; 

N-( 1 -naphthylmethyl)-N-(4^/t-butylbenzyl)guanidine; 

N-(5-acenaphthyl)-N-(3-Dhenoxybenzyl)guanidine; 

N-(3-trifIuoi^methylph^ 

N-(3-metKylthiophenyl)-N-(4-ferf-butylbenzyl)guanidine; 

N-(5-acenaphthyl)-N-(3-iodobenzyl)guanidine; 

N-(5-acenaphthyl)-N-(cinnamyl)guanidine; 

N-(5-yacenaphthyl)-N-(4-iodobenzyl)guanidine; 

N-(5-acenaphthyl)-N-(4-trifIuororriethoxybenzyl)guanidine; 

and pharmaceutical^ acceptable salts thereof. 
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5. A compound of the following Formula 

R NH R 1 

\ II / 
N — C — N 

R 2 /R 3 

wherein 

R is selected from the group of flu</renyl, phenanthracenyl, 
anthracenyl and fluoranthenyl; 

R 1 is substituted or unsubstituteci alkyl having from 1 to about 20 
carbon atoms, substituted or unsubs/ituted alkenyl having from 2 to about 
20 carbon atoms, substituted^ alkynyl having from 2 to 

about 20 carbon atoms, substituted or unsubstituted alkoxy having from 1 
to about 20 carbon atoms, subOTitL^^^Tuhsubstituted aminoalkyl having 1 



to about 20 carbon ^atoms,\su 



tltuted or unsubstituted alkylthio having 



from 1 to about 20 carbon Wbms, substituted or unsubstituted alkylsulfinyl 
having from 1 to about 20 Arbon atoms, substituted or unsubstituted 
alkylsulfonyl having from /I ta about 20/carbon atoms, substituted or 
unsubstituted carbocycttc aryl having at least about 5 ring atoms, 
substituted or unsubsti/uted araJl^yl having at least about 5 ring atoms, or a 
substituted or unsubstituted heteroaromatic or heteroalicyclic group having 
1 to 3 rings, 3 to 8 nng mefnbers in each ring and 1 to 3 heteroatoms; 

R 2 and R 3 arp eact/independently hydrogen or a group as defined for 
R 1 above; and pharmaceutical^ acceptable salts thereof. 



6. A/compound of claim 5 wherein R 1 is substituted or 
unsubstitutecycarbocyclic aryl. 



7. / A compound of claim 5 selected from the group of: 
N,N'-bis(2-fluorenyl)guanidine; 
N,N'-bisi2-fluorenyl)-N-methylguanidine; 
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N,N / -bis(2-fIuorenyl)-N,N'-dimethylguanidint 
N,N'-bis(anthracenyl)guanidine; 
N,N'-bis(anthracenyl)-N-methylguanidine;i 
N,N'-bis(anthracenyI)-N # N'-dimethylgua9idine; 
N,N'-bis(phenanthracenyl)guanidine; 
N,N'-bis(phenanthracenyl)-N-methylgiianidine; 
N f N'-bis(phenanthracenyl)-N f N'-dimpthylguanidine; 
N,N'-bis(fluoranthenyl)guanidine; 
N,N'-bis(fluoroanthenyl)-N-methyKguanidine; 
N^'-bistfluoroanthenyD-N^'-d^riethylguanidine; 
N-(anthracenyl)-N'-{ 1 -adamantyOguanidine; 
N-(anthracenyl)-NMl^dan^tyl)-N-methyIg 
N-{anthracen^-N'-(1-adam^AtyI)-N'-methylguanidine; 
N-(anthracenyl)-NM£^ 
N-(anthrac^enyl)-N'-(^a^rnap^l)gu^ 
N-(anthrac^nyl)-NM2^ 

N-tanthracenyO-N'-t^^amantyO-N'-nrythylguanidine; 
N-(anthracenyl)-N / -(2-adamantyl)-N,NAdimethylguanidine; 
N-{phenanthraceny1)-N'-V-adamant^)guanid 
N-(phenanthrac^yO-NM^adan^ 

N-(phenanthra^enyl)-N'-(1-^^antyl)-N'-methyIguanidine; 

N-(phenanthr^cenyl)-N'-(1-a^amantyl)-N f N'-dimethylguanidine; 

N-(phenanth^cenyl)-N'-(^^amantyl)guanidine; 

N-(phenant^racenyl)-N^f2-adamantyl)-N-methylguanidine; 

N-(phenar^hracenyl)-W'-{2-adamantyl)-N'-methylguanidin 

N-(phenyithracenyiyN / -(2-adamantyl)-N,N'-dimethylguan 

N-(fluorenyl)-N'-{1 -adamantyOguanidine; 

N-{fluorenyl)-N'-(1-adamantyl)-N-methyIguanidine; 

N-(f luorenyl)-N'-{ 1 -adamantyl)-N'-methylguanidine; 

N-(fluorenyl)-N / -(1-adamantyl)-N / N'-dimethyiguanidine; 

N-(fl(jorenyl)-N'-{2-adamantyl)guanidine; 
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N-{fluorenyl)-N'-{2-adamantyl)-N-methylguanidine; 
N-(fluorenyl)-N'-(2-adamantyl)-N'-methylguanidme; 
N-{fluorenyl)-N'-(2-adamantyl)-N f N'-dimethylgpanidine; 
and pharmaceutically acceptable salts of saicl compounds. 

8. A compound of the following Formula III: 
(R)n \ NH/ / 

X II/ y 

N — C/ — N 

wherein 

R and ft* are each independently substituted or unsubstituted alkyl 
having from/1 to aobut 20 c^bon atoms, substituted or unsubstituted 
alkenyl having from 2\^to atoout 20 carbon aijoms, substituted or 
unsubstituted alkynyl havnrig from 2 to about 20 carbon atoms, substituted 
or unsubstituted a!ko>w\iaving from 1 to ^foout 20 carbon atoms, 
substituted or unsubstituted aryloxy haying from 6 to about 20 carbon 
atoms, substituted^ unsubstituted aralkoxy having from 6 to about 20 
carbon atoms, substituted on unsubstituted aminoalkyl having 1 to about 20 
carbon atoms, substituted or t^ubstituted alkylthio having from 1 to about 
20 carbon atoms, substituted^ unsubstituted alkylsulfinyl having from 1 to 
about 20 carbon atoms, substituted or unsubstituted alkylsulfonyl having 1 



to about 20 ^arbon atoms^/substituted or unsubstituted carbocyclic aryl 
having at least 5 ring atoms, substituted or unsubstituted aralkyl having at 
least 5 ring atoms, or a /substituted or unsubstituted heteroaromatic or 
heteroalioyclic group having 1 to 3 rings, 3 to 8 ring members in each ring 
and 1 t<y3 heteroatoms; 

R 2 and R 3 are each independently hydrogen or a group as defined for 
R and/R 1 above; or R 1 and R 3 together form a ring having 5 or more ring 
memjr 



mjoers; 
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n and n' independently are each equal to 1, 2, or 3; 

X and X' are each independently a chemical bond, Substituted or 
unsubstituted alkylene having from 1 to about 8 carbon/atoms, substituted 
or unsubstituted alkenylene having from 2 to about 8 carbon atoms, or 
substituted or unsubstituted alkynylene having frorn/2 to about 8 carbon 
atoms, substituted or unsubstituted heteroalkylene having from 1 to about 8 
carbon atoms, substituted or unsubstituted hete/oalkenylene having from 2 

to about 8 carbon atoms, or substituted or unsubstituted heteroalkynylene 

/ 

having from 2 to about 8 carbon atoms, with at least one X and X' being 
other than a chemical bond; and wherein.said compound exhibits high 



inhibition of glutamate 
thereof. 



7 




pharmaceutically acceptable salts 



llowing Formula IIIA: 



IIIA 



wherein 

R and R 1 are^e'ach independently substituted or unsubstituted alkyl 

having from 1 to about 20 carbon atoms, substituted or unsubstituted 

/ / 

alkenyl having from 2 to about 20 carbon atoms, substituted or 
unsubstituted alkynyl having from 2 to about 20 carbon atoms, substituted 
or unsubstituted alkoxy having from 1 to about 20 carbon atoms, 
substituted yor unsubstituted aryloxy having from 6 to about 20 carbon 
atoms, substituted or unsubstituted aralkoxy having from 6 to about 20 
carbon atoms, substituted or unsubstituted aminoalkyl having 1 to about 20 
carbon/atoms, substituted or unsubstituted alkylthio having from 1 to about 
20 c/rbon atoms, substituted or unsubstituted alkylsulfinyl having from 1 to 
abodt 20 carbon atoms, substituted or unsubstituted alkylsulfonyl having 1 
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to about 20 carbon atoms, substituted or unsubstituted carbocyclic/aryl 
having at least 5 ring atoms, substituted or unsubstituted aralkylJiaving at 
least 5 ring atoms, or a substituted or unsubstituted heteroaron^atic or 
heteroalicyclic group having 1 to 3 rings, 3 to 8 ring members in each ring 
and 1 to 3 heteroatoms; / 

R 2 and R 3 are each independently hydrogen or a group as defined for 
R and R 1 above; or R 1 and R 3 together form a ring ha>/ing 5 or more ring 
members; 

n is equal to 1, 2 or 3; 

X is substituted or unsubstituted alkylene having from 1 to about 6 
carbon atoms; and pharmaceutical^ acceptable salts thereof. 



10. A compoohd of claimJJ selected from the group of: 
N-5-acenaphthyl-h^benzliydrylguanldme; 
N-5-acenaphthylyN'-benzhvdr^l-N^ 
N-S-acenaphthyl-'N'-benzhyWryl^^methylguanidint 
N-5-acenaphthyl-N'-benzhyoryi^,N'-dimethylguai^dine; 
N-3-acenaphthyl-N'-benzhvdwlguanidine; 
N-3-acenaphthyl-N'-ben^ydi^-N-methylgua^ine; 
N-3-acenaphthyI-N'-b<^zhydi^l^ 

N-3-acenaphthyl-N'-benzhydryl-W,N'-dip1ethylguanidine; 
N-(5-acenaphthyl)-N'-[(1-naphth^)-nrothyl]guanidine; 
N-(5-acenaphthy W-N'-[( 1 -naphth^ff-methyl]-N-methylguanidine; 
N-(5-acenaphthyl)-N'-[(1-na^fhyl)-methyl^ 

N-{5-acenapfnhyl)-N'-[(1-n^hthyl)-methyl]-N # N'-dimethylguanidine; 

N-(5-acenaphthyl)-N'-( 1 -methyl-2-phenoxyethyl)guanidine; 

N-(5-acenaphthyl)-N'-(1 -methyl- 2-phenoxyethyl)-N-methylguanidine; 

N-(5-ac^naphthyl)-N'-(1-methyl-2-phenoxyethyl)-N'-methylguanidine; 

N-(5-acenaphthyl)-N / -{1-methyl-2-phenoxyethyl)-N,N'-dimethylguanidine; 

N-(573cenaphthyl)-N'-(1-methyl-2-(4-chlorophenyl)ethyl)guanidine; 

N-fS-acenaphthyl)-N'-(1-methyl-2-{4-chlorophenyl)ethyl)-N-methylguanidine; 
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N-(5-acenaphthyl)-N'- 
N-(5-acenaphthyl)-N'- 
dimethylguanidine; 
N-(5-acenaphthyl)-N'- 
N-(5-acenaphthyl)-N'- 
N-(5-acenaphthyl)-N'- 
N-(5-acenaphthyl)-N'- 
N-(5-acenaphthyl)-N'- 
N-{5-acenaphthyi)-N'- 
N-(5-acenaphthyl)-N'- 
N,N'-(sec-butylphenyl 
N,N'-(sec-butylphenyl 
N,N'-(sec-butylphenv/l 
N,N'-(sec-butylphenyl 
N-(5-acenaphthyl)-N'- 
methyUguanidine; 
N-(5-acenaphthyl)-N'- 
methylguanidine; 
N-(5-acenaphthyl)-N'- 
methylguanidine; 
N-(5-acenaphthyl)- 



1-methyI-2-(4-chlorophenyl)ethyI)-N'-methylgu§nidine; 

1- methyl-2-(4-chlorophenyl)ethyl)-N f N'- 

1 ,2-diphenylethyl)guanidine; 
1,2-diphenylethyD-N-methylguanidine/ 
1,2-diphenylethyl)-N'-methylguanid^e; 
l^-diphenylethylJ-N^'-dimethyl^uanidine; 
3-phenylpropyl)guanidine; 
3-phenylpropyl)-N-methylgu£nidine; 

2- methyk2^)Fier^ 
NV(^-phenoxyethyl)aaanidine; 

'-(2-plnenoxyethv^-N-methylguanidine; 

-NW2-phenoxyet|wJ)<^ 
-N / -(2-ph^oxyOTf^l)-N,N'-dim€sthylguanidine; 
(4-fe/t-butvlD^enyl)-(4-sec-butylphenyl)- 

(4-ferf-^tylDhenyl)-{4-sec-butylphenyl)-methyI)-N- 

(4^/t-butylpmenyl)-(4 ? 5ec-butylphenyl)-methyl)-N'- 

(4-fe/r-butylphenvn-(4-sec-butylphenyl)-methyl)-N,N'- 



dimethylguanidinje; 

N-(4-butoxypl^yl)-N / N , -bis(4-fe/T-bu^ibenzyl)guanidine; 
N-(4-butoxyphenyl)-N,N'-bis(4^^ 



N-(4-bu^yphenyl)-N,N'-bis(4^ 
N-(4-^oxyphenyl)-N,N'-bis(^fe^^ 

and/pharmaceutically acceptable salts of said compounds. 



# 
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11. A compound having the following Formula IV/ 

NH 



IV 

N — C — N 

/ 

R 2 



wherein 



each R is independently halo, hydroxy, amino, nitro, substituted or 
unsubstituted alkyl having from 3 to about 10 carbon atoms, substituted or 
unsubstituted alkoxy, substituted or unsubstituted aryloxy, substituted or 
unsubstituted aralkoxy, substituted or unsubstituted aminoalkyl, substituted 
or unsubstituted alkylthio^stjbstitutea\or unsubstituted alkyisulfinyl, 
substituted or unsubstituted alkylsulfopyl, substituted or unsubstituted 
alkenyl having 3 to about 1 o\^arbon / at^ substituted or unsubstituted 
alkynyl having 3 to about 10 carb^jr^toms, at least jone R group is a meta 
or para substituent; ^ \ 

n is an integer of from lAto 5; 

R 1 is substituted or unsupstituted alkyl haying from 1 to about 20 
carbon atoms, substituted or unsubstituted alkenyl having from 2 to about 
20 carbon atoms, substituted or unsubstituted alkynyl having from 2 to 
about 20 carbon atoms/ substitute*^ or^unsubstituted alkoxy having from 1 
to about 20 carbon atoms, substituted or unsubstituted aminoalkyl having 1 
to about 20 carbonitoms, substituted or unsubstituted aryloxy having from 
1 to about 20 carbon atoms, substituted or unsubstituted alkylthio having 
from 1 to about>20 carbon atc/ms, substituted or unsubstituted alkyisulfinyl 
having from 1 /o about 20 carbon atoms, substituted or unsubstituted 
alkylsulfonyl having 1 to about 20 carbon atoms, substituted or 
unsubstituted carbocyclic aryl having at least 5 ring atoms, substituted or 
unsubstituted aralkyl having at least 5 ring atoms, or a substituted or 
unsubstituted heteroaromatic or heteroalicyclic group having 1 to 3 rings, 3 
to 8 ring members in each ring and 1 to 3 heteroatoms; 
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R 2 and R 3 are each independently hydrogen or a group as define/f for 
R 1 above; or R 2 and R 3 are taken together to form a substituted or / 
unsubstituted alkylene linkage of from 2 to about 6 carbon atoms/and 
wherein said compound exhibits high inhibition of glutamate release; and 
pharmaceutical^ acceptable salts thereof. / 

12. A compound of dajrrMI selected from^he group of: 
N,N'-di-(4-sec-butylphenyl)guanidine; / 
N,N'-di-(4-sec-butylphenyl)-N-methylguanidinef 
N f N'-di-(4-sec-butylphenyl)-N,N'-dimethylguanidine; 
N-(2-naphthyl)-N'-(4^/sopropylphenyl)guanidine; 
N-(2-naphthyl)-N'-(4-^s^ropylpYienyl)4j-methylguanidine; 
N-(2-naphthyl)-N'-j^/sopropylpjhecryl)-N'-methylguanidine; 
N-(2-naphthyl)-N'^4-/sopkopyJ^ 
N,N'-bis(4-fe/r-butylphenv)(m&anidine; J 
N,N'-bis(4-fe/t-butylpheny^N-methylguariidine; 
N,N'-bis(4-fe/T-butylphe/(yl)VN'-methyfguanidine; 
N,N'-bis(4-fe/t-butylr^nyl)-Yj,N' ? dimethylguanidine; 
N-(4-sec-butylphenyl)-N'-(2,3 / 4-trichlorophenyl)guanidine; 
N-(4-sec-butylpfcrfenyl)-N'-(2<3,4-trichlorophenyl)-N-methylguanidine; 
N.(4- sec .butylphenyl)-Ny(2,3,4-trichlorophenyl)-N , -methylguanidine; 
N-(4-sec-buWlphenyl)-N'-(2,3,4-trichlorophenyl)-N,N'-dimethylguanidine; 
N-(4-metnoxy-1-naphthyl)-N'-(2,3,4-trichlorophenyl)guanidine; 
N-(4-rpfethoxy-1-naphthyl)-N'-(2,3,4-trichlorophenyl)-N-methylguanidine; 
N-(4^methoxy-1-naphthyl)-N'-(2,3 f 4-trichlorophenyl)-N'-methylguanidine; 
N^4-methoxy-1-naphthyl)-N'-(2,3 > 4-trichlorophenyl)-N,N'-dimethylguanidine; 
N,N'-bis-{4-sec-butylphenyl)-2-iminopyrimidazolidine; 
N,N'-bis(3-biphenyl)guanidine; 
N # N'-bis(3-biphenyl)-N-methylguanidine; 
N,N'-bis(3-biphenyl)-N'-methylguanidine; 
N,N'-bis(3-biphenyl)-N,N'-dimethylguanidine; 
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N,N'-di-(3-re/?-butylphenyl)guanidine; / 
N r N'-di-(3-re/T-butylphenyl)-N-methylguarydine; 
N f N'-di-(3-ferf-butylphenyl)-N'-methylgujfinidine; 
N^N'-di-tS-ferf-butylphenylJ-N^N'-dimetnylguanidine; 
N # N'-bis-(4-methoxy-1-naphthyl)guaiydine; 
N # N'-bis-(4-methoxy-1-naphthyl)-N-onethylguanidine; 
N # N'-bis-(4-methoxy-1-naphthyl)-N/-methylguanidine; 
N,N'-bis-(4-methoxy-1-naphthyl)-^N,N'-dinriethylguanidine; 
N,N'-bis-(3-sec-butylphenyl)gua/idine; 
N r N'-bis-(3-sec-butylphenyl)-N/methylguanidine; 
N,N'-bis-(3-sec^kdfy[^ 

N^N'-bis-tS-^c-butylphenylAN^N'-methylguanidine; 
N r N'-bis(^n-butylphenyl)y(l/^ 
N,N'-bis(^n-butylpnenyI^^^ 
N,N'-bis(4^n-butylpheiw 

N # N'-(sec-butylpher^-N'-(/7-pentyl)guai?(idine; 
N f N'-bis(3-benzylox^ahenyl)guanidinef 
N^'-bisfS-benzyl^ypnenylJ-N-metnylguanidine; 
N,N'-bis(3-benz\^xypt)enyl)-N^ 
N^'-bisC^benzyloxyphdnyJjguanidine; 
N,N'-bis(4-bepzyloxyphe^yl)-N-methylguanidine; 
N^'-bisl^bjenzyloxyDnenylJ-N^'-dimethylguanidine; 
N-(3-benzyoxyphe^l}-N'-{4-benzyloxyphenyl)guanidine; 
N-(3-ben^loxypj^nyl)-N'-(4-benzyloxyphenyl)-N-methylguanidine; 
N-(3-be^zyIox^henyl)-N'-(4-benzyloxyphenyl)-N'-methylguanidine; 
N-(3-b^nzylo^phenyl)-N'-(4-benzyloxyphenyl)-N,N'-dimethylguanidine; 
and pnarmaceutically acceptable salts of said compounds. 
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13. A compound of the following Formula V: 




N — C N 



R 1 



v 



wherein: 

R is substituted or unsubstituted tetrahydroquinolinyl, indolinyl or 
piperonyl; 

R 1 and R 2 are eac\jArf3e$endenflY hydrogen, substituted or 



unsubstituted alkyl h^ing from 
unsubstituted alkepVl having from v 
or unsubstituted $lkynyl having 



about 20 carbon atoms, substituted or 
to about 20 carbon atoms, substituted 
frm Z^-tcTabout^O carbon atoms, 
substituted or uniubstitutfed alKo^f having from t to about 20 carbon 
atoms, substituted or unsubsmuted aminoalkyl having from 1 to about 20 
carbon atoms, substituted ^^unsubstituted alkylthio having from 1 to about 
20 carbon atoms, substituted or unsubstitirted alkylsulfinyl having from 1 to 
about 20 carbon atoms/substituted or ^^substituted alkylsulfonyl having 
from 1 to about 20 ca/bon at&ms, sjdSstituted or unsubstituted carbocyclic 
aryl having at least Syring atoms/substituted or unsubstituted aralkyl having 
at least 5 ring atoms, or a sulastituted or unsubstituted heteroaromatic or 
heteroalicyclic group having 1 to 3 rings, 3 to 8 ring members in each ring 
and 1 to 3 heterpatomsj 

and pharmaceutically acceptable salts thereof. 



14. /A compound of claim 13 selected from the group of: 
N-(5-acenaE>hthyl)-N'-(1,2,3,4-tetrahydroquinolinyl)guanidine; 
N-tB-acenaphthyD-N'-d^^^tetrahydroquinolinyD-N-methylguanidine; 
N-(5-aceriaphthyl)-N'-{1,2,3,4-tetrahydroquinolinyl)-N'-methylguanidine; 
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N-(5-acenaphthyl)-N'-(1 # 2 f 3,4-tetrahydroquinolinyl)-N r N'-dimethylguanidine; 
N-(3-acenaphthy!)-N'-(indolinyl)guanidine; / 
N-(3-acenaphthyl)-N'-(indoIinyl)-N-methylguanidine; / 
N-(3-acenaphthyl)-N'-(indolinyl)-N'-methylguanidine; / 
N-(3-acenaphthyl)-N'-(indolinyl)-N,N'-methylguanidine; / 
N-(5-acenaphthyl)-N'-(piperonyl)guanidine; / 
N-(5-acenaphthyl)-N'-(piperonyl)-N-methylguanidine/ 
N-(5-acenaphthyl)-N'-(piperonyl)-N'-methylguanidme; 
N-IB-acenaphthyO-N'-tpiperonyO-N^N'-dimethyhguanidine; 
and pharmaceutically acceptable salts of sucbf compounds. 

15. A compoundpf-efaims selected from the group of: 
N_(3- sec -butylphenyn^{4-fe^ 

N-(3-fe/t-butylphe0yl)-N-(4-ferf-buty^enzyl)guanidine; 

N-{3-pentoxyph^yl)-N^4-Ve^ 

N-(5-acenaphtl/yI)-N-(4-ber^ 

N-(4-sec-butyl^enyl)-N-(4-b^^yloxybenzyl)guanidin^ 
N-(4-ben2yloxyphenyl)-N-(4-wfenzyloxybenzyl)guarytline; 
N-(5-acenaphthyl)-N-(3-be^^loxybenzyl)guanidj/e; 
N-(4-isopropylphenyl)-N-(A-fe^-butylbenzylWanidin 

N-(4_benzyloxyphenyl)^-(4-fe^-butyto 
N^4-hexylphenyl)-N-(4-hexylbei\zyng<ja^ 

N-(4-sec-butylphenyi)-N-(4-t-butvraenzyl)-N'-pyrrolidinylguanW 
N-(4-sec-butylph^yl)-N-(4-t-l^ 

N-(4-sec-butylp^enyl)-NM4^rf-butylbenzyl)-N'-piperidinylguanidine; 

N-(4-sec-but^henyl)-N-j^te 
N-(4-sec-buwlphenyi)-^(4-ferf-butylbenzyl)-N'-(4- 

propylpiperidinyDguanidine; 

NM^butoxyphenyO-N-t^ferf-butylbenzylJ-N'-t^-piperidinylJguanidine; 

N-(4^s^c-butylphenyl)-N-(4-rerf-butylbenzyl}-N'-(4- 

benzylpiperidinyDguanidine; 
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N-(4-benzyloxyphenyl)-N-(4-fe/?-butylbenzyl)-NM4-^ 
N-l^sec-butYlphenyD-N-t^fe/t-butylbenzyD-N'-d^^^ / 
tetrahydroisoquinoIinyl)guanidine; / 
N-(3-butoxy-4-methoxyphenyl)-N-(4-rerf-butylben2yl)-N'-(4- / 

morphoiinyDguanidine; / 
N-t^sec-butylphenyO-N-t^re/Y-butylbenzylJ-N'-tS^S-dii^thyl-^ 

morphoiinyDguanidine; / 

N.(4.f e ^-butY!phenyl)-N-(4-te 

(methyl)guanidine; / 

N-{4-sec-butylphenyl)-N-{4-fe^butylbenzyl)-l^ 

(methyl)guanidine; — / 

N-(4-sec-butylphenyl)-N-J>^e^ 

N-{4-sec-butylphenyl)^(4-fe/^ 

N-(4-butoxylphenyl)^-(4-fe/fr-but^^ 

N-{4-sec-butylpherLyl)-N-(4-f^-^^ 

N-(4-sec-butylpherWl)-N-(4-feWT^&lbenzyl)-N / -{3,^ 

dichlorophenyDguanidine; Y / 

N-(4-hexylphenyl)-N-(4-hexylba^ 

N-{4-sec-butylphenyl)-N-(^fe^b^ 

benzyloxyphenyOguanidine; \ / 

N,N'-bis-(4-fe^butylp^enyl)-N,^^ 

N-(4-benzyloxypher^!)-N'-(4-rerf-^(^ 

N,N'-bis-(3-(1'-m^hyl-2'-phen^ethyl)guanidine; 

N-methyl-N-4-b^zyloxyphepfy^ 

N f N'-bis-(4-h^ylphenyl)gdanidine; 

N-(3-(1-(4'-^hoxy)benzyl)phenethyl)-N'-(4-re/T-butylphenyl)gua 

N-(4-benzy1oxyphenyl)-N / -methyl-N'-(4-fe/^-butylphenyl)guanidine; 

N-(3-{4-te/?-butylbenzyloxy)phenyl)-N^^ 

N-(3-(1^benzylbutyl)phenyl)-N'-(4-ferf-butylphenyl)guanidine; 

N,N'-Ws-(4-butyIphenyl)-N-methylguanidine; 

N / N'/bis-(4-ferf-butylphenyl)-N,N'-dimethylguanidine; 
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N-(3-naphthylmethyleneoxyphenyl)-N'-(4-re/tbutylphenyl)guani^e; 

N-(4-benzyloxyphenyl)-N'-(4-butylphenyl)guanidine; / 

N f N'-bis-(4-butylphenyl)-N-butylguanidine; / 

N-3-(benzyloxymethyl)phenyl-N'-(4-ferf-butylphenyl)gua!^din 

N-(3,4-bis-butyloxyphenyl)-N'-(4-re/t-butylphenyl)guanidine; 

N-(3-benzyloxy)phenyl-N'-(4-rerf-butylphenyl)guanidfrie; 

N,N'-bis-(3-butoxy-4-methoxy)phenylguanidine; / 

N-(4-benzyloxyphenyl)-N-methyl-N'-{4-butylphenyl)guanidine; 

N,N'-bis-(6-tetralinyl)guanidine; / 

N-(6-tetralinyl)-N'-(4-ferf-butylphenylguanidine; 

N-(5-acenaphthyl)-N'-(6^b^nzothi^to 

N-(5-acenaphthyl)-N^6-N-benzylindpljnyl)guanidi 

N-(5-acenaphthylj/N'-{4-b]enzo-2, 1 ,#thiadizaole)guanidine; 

N-(5-acenaphthyl)-NW4-{o-met^ 

N-(5-acenaphtny l)-N'-{ 1 -banz[c^]j^olinyl)guanidine; 

N-(5-acenaphtrayl)-N'-(6-benz(p^ndo-2[1H]-on 

N,N'-bis(6-benz^d]indolinyv^^ 

N-(4-butoxyphenyl)-N'-(^cnJorophenylethyl)guanidine; 

N-{4-benzyloxyphenyl)^,N'-oiphenylguanidfne; 

N-(4-benzyloxyphenyn-N'-berYyl-N'-pheF(ylguanidine; 

N-tS-benzyloxyph^yO-N'-f^tniobenz^phenyOguanidine; 

N,N'-bis(4-(phenyithio)phenyl)gyanKline; 

N^N'-bisfS-fphOTylthioJphenylJguanidine; 

N-(5-acenapmhyl)-N'-(2-phenyiethyl)guanidine; 

N-(5-acenaj3hthyl)-N'-(3-butoxypropyl)guanidine; 

N^'-bist^^-diphenylethyOguanidine; 

N-(4-buroxyphenyl)-N'-(4-chlorophenylethyl)guanidine; 

N-(4-butoxyphenyl)-N-(4-chlorobenzhydryl)guanidine; 

(5-a9fenaphthyl)-N'-{phenethyl)-N'-benzylguanidine; 

N-4-benzyIoxyphenyl)-N'-(3-benzyloxyphenyl)-N'-(4-chlorobenzyl)guanidine; 
N/N'-bis(4-benzyloxyphenyl)-N'-methylguanidine; 
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N-(4-benzyloxyphenyl)-N'-(3-benzyloxyphenyl)-N'-(4-chlorobenzyl^uanidine; 

N-(3-benzyloxyphenyl)-N'-(4-benzyloxyphenyl)-N'-phenylguanidLne; 

N-(4-sec-butylphenyl)-N / -(4-isopropoxyphenyI)-N'-phenylguaryaine; 

^(^benzyloxyphenylJ-W'-t^benzyloxyphenylJ-N'-phenylguynidine; 

N,N'-bis(3-octyloxyphenyl)guanidine; / 

N,N'-bis(4-butoxyphenyI)guanidine; / 

N,N'-bis(4-phenoxyphenyl)guanidine; / 

N-{3-benzyloxyphenyl)-N'-(4-phenoxyphenyl)guanlaine; 

N-(3-benzyloxyphenyl)-N'-{4-phenylazophenyl)g^ianidine; 

N,N'-bis(3-benzyloxyphjBt^)-N'-mCThylguanid^e; 

N-(4-benzyloxphenul>N'-(4-benzyloxyphen^)-N'-methylgu 

N-(4-butoxyphenyi)-NM4-isopropoxypheny1)^ 

N-N'-bis(4-(1-hydroxybu\yl)phenyf^^ 

N-(4-butoxyphenyl)-N'-(3\metl^ 

N-(4-secbutylRhenyl)-N'-phenyl-^ 

N-(4-n-butoxy^enyl)-N'-(2-(4^hlorophenyl)etwl)guanidine; 
and pharmaceutically acceptable salts thereof. 

16. A method/for treating a disorder of the nervous system in 
which the pathophysiology of xhe disorder involves excessive or 
inappropriate release of a neurotransmitter from neuronal cells comprising 
administering tor a mammal exhibiting symptoms of said disorder or 
susceptible to said disorder an effective amount of a compound of any of 
the preceding claims. / 

/17. A method for treating nerve cell death comprising administering 
to a mammal exhibiting symptoms of nerve cell death or susceptible to 
nerve cell death an effective amount of a compound of any one of otaims-JU 
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18. A method for treating a person who has suffered or is suffering 
from a stroke, or who is susceptible to a stroke, comprising administering to 
the person an effective amount of a compound of any one of -c4a4$«s-1— 1 5. 

19. A method of treating a disease of the cardiovascular system 
comprising administering to a mammal suffering from or susceptible to a 
cardiovascular disease an effective amount of a compoundof any one of 



gcla+ms-I^Tlf. 



( 



20. A method of modulating the release of/excess endogenous 
neurotransmitters from a subject comprising admjnistering to the subject an 
effective amount of a compound of any one of 



21 . A method fojxfreating a disease in which the pathophysiology 
of the disease involves/Inappropriate celfufar secretion comprising 
administering to a mammal suffering from or susceptible to said disease an 
effective amount of/a compound of g^y'tJne of 

22. A method for 1) blinking voltage-activated calcium channels of 
mammalian neuronal cells; 2) bracking voltage-activated sodium channels of 
mammalian neuronal cells; 3]/blocking voltage sensitive calcium channels of 
mammalian cardiac cells; 4j blocking voltage-activated sodium channels of 
mammalian cardiac cells;/5) blocking voltage-activated calcium channels of 
mammalian smooth or skeletal muscte^eils; or 6) blocking voltage-activated 
sodium channels of n/ammalian sfrfooth or skeletal muscle cells, comprising 

administering^to said geflls an effective amount of a compound of any 
one of- 



23. ">ymetKod for diagnosing a selected disease the 
pathophysiology of which involves ion-channel excitation or activity 
comprising administering to a mammal suffering from the disease a 
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